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I, Matthias Wabl, declare as follows: 

1. I have been awarded a Ph.D. degree in Biology from the Max 
Planck Institute, Berlin and have approximately 16 years experience 
in making cell lines that express monoclonal antibodies. 

2. UTILITY ; The above-entitled Patent Application is concerned 
with human monoclonal antibodies that specifically bind to TNFa. 
I understand the Examiner has rejected the claims in that Patent 
Application on the ground that Applicants have not mentioned 
specific uses for the antibodies. In my opinion, a variety of 
specific uses would immediately be obvious to a person skilled in 
the art. For example, it is well known that any monoclonal 
antibody, once generated, can be used in a variety of immunoassays 
which would be inherently useful for not only research but as 
diagnostic tools. As shown in the enclosed catalog copies, anti- 
TNF antibodies are commercially available, thus confirming their 
obvious utility. 

In addition, I am aware of clinical studies currently in progress 
using murine monoclonal antibodies that bind to TNFa. See the 
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attached copy of a Poster Session No. 696, presented at the 3rd 
ICAAC meeting, October 17, 1993. See also the enclosed copy of an 
article that appeared in the July 15, 1994, Genetic Engineering 
News showing that Chiron/Miles is developing an anti-TNF monoclonal 
antibody for the targeting of TNFa. 

3. ENABLEMENT ; I understand the Examiner states it is not clear 
from the teachings of the Patent Application that one of ordinary 
skill in the art could make other human anti-TNFa monoclonal 
antibodies that bind specifically to TNFa without undue 
experimentation. I have reviewed the work leading to the 
Applicants' patent claims and believe that one skilled in the art, 
given the disclosure of the Patent Application and a related 
publication. Cellular Immunology, 152, 569-581 (1993), copy 
enclosed, could duplicate the Applicants* work and generate other 
cell lines that express human monoclonal antibodies that bind 
specifically to TNFa without undue experimentation using known 
screening techniques. 

The undersigned declares further that all statements made herein of 
his own knowledge are true and that all statements made on 
information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or 
imprisonment, or both, under Section 1001 of Title 18 of the United 
States code and that such willful false statements may 
jeopardizethe validity of the Application or any patents issuing 
thereon . 






Matthias Wabl, Ph.D. 
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695 Long-t^fcost-hospitai Survival after Sepsis: inf(uence of 

R P WPNZ^^'^'WR'. ^/^^'-.L^' DVORAK. CM. FU. 

R.P. WENZEL. Ul^^f I ollege of Medicine. Iowa City lA 

Because clinici. .<:acy trials for anti-endotoxin theraov evaiuata 

mortalrty at i month and because short-term survival does r^t tSSSJeTo 

long-temt survival, we evaluated postKJiscnarge sun^ivai of 1 00 semfc 

patients entered in a double^iind. placebo^mroiied effteacvirteJS 

monoclonal antier^otoxin antibody (X0MEN-E5) between i^SaS 12/90 

at our institution. Beginning in 5^2. we contacted all known^n^ w« 

found that 59 deaths occurred (29/50 (58%)Hlrug group^l^^SQ /^ 

placebo group). Thirty-ihree (55%) patients died wrthin the fiiS 

septc episode. 6 (10%) died wrthin 3 months, and 4 (6%) dKSS e 

months Rve patients died wHhin 1 year, 6 within 2 years iSrwrthln 3 

years. An additional patient died 5 years after the iriitial sepTts We 

examined wneh factors predicted long-term survival (up to 5 yearsi The 

h'"^** ^^^"^ '""^^ associated with seleS^ol 

undertying disease as classilied by McCabe (rapidfy fatal- HR.27 a 
p-0.0001 and ultimately fatal disease; HR-8.3. p-0 024) ' Thus the 
mortalrty rate of patients wrth rapidly or ultimately fatal undertyinij d^eases 
was 27^4 and 8.3 limes greater than that of patients with^S dte^e 
Age and weight had low. but signrtlcant HRs ol 1 .03 (p-0 0004) and 
1 .02(p.0.03). The presence ol intection.associated morbWHies omiicted 
long-term sunrival; disseminated Intravascutar ooaoulation fHH-? 9 
p.0.008). shod. (HR-2.4. p-0.002). central nervouTs/sterT^ dv^Siton 
(HR.2.5. p.0.0008). Having adutt respiratory distress syndro^^^ 

TZ::?.f^ fVT'l^ positiveSs fSn blood 

or other stenle body srtes. or admission to ICU was not signrticant bv 
univanaie analysis. Multivariate models will be developed OurdaLho* 
that 45% Of deaths occur after clinical trials are tem^^^naTed". ^^^nt 
outcomes may be missed if clinical trials only use ai month toltowlup^ 



693 Placebo (Pla) Controlled Study of Ampligen* (AMP) In HIV Disease- 
Improvement In CD4 level and Delayed Type HyporsensJtlvitv (DTH) 
IC THOMPSON- D. STRAYER^ P. SALVATO^N. J^MiS^K A 
HAMIUA W. CARTER'. 'HEM Pharmaceuticals Corp.. Ph»a. PA: ^Hahnemann 
Unlvefsity Hoaprtal. Phlla.. PA; ^CFIDS Center. Houston. TX; *VA Medical Center 
Miami. FIA: 'NelsorvTobedo ainlc. Dallas, TX 

CD4 lymphocyte levels are an important surrogate marker for HIV disease 
progressioa DTH response, a marker o» in vivo immune funoton, has also been 
reported to predict HIV progression and survival Independently of C04 count 
(BIrx et al, 1989. V Int. Congress AIDS, Morrtreat pQ. Th.B.P.155- Gordin el al 
1 992. Prog. Abstr. 32nd ICAAC. Anaheim CA. p. 335). The effect o* AMP on' these 
n^o endpointa was examined In a 48 week. double^Ktnd, P1a<ontrolled study. 
36 AZT-treaied {> 5 months). HtV + patients (pts) with CD4 levels of 1 00-500 were 
siratlfted by baseline C04 and AZr usage and randoff^ assigned IV inhjsk™ 
400 mg AMP BIW (n. 10); 700 mg AMP BIW (n- 12); or Pta BIW (n- 14) Afl Pts 
continued ATT therapy (300^ mg/day). The groups were well-matched at 
bawiine for sex. age, CD4 level, and dunitksn of ATT therapy. 79% Pla and 73% 
AMP pts completed the study (p - 1 o). Logistic regresskxi analysis revealed that 
1 ."^f*!? ^ " °* reactivity post-treatment 

than did Pta pts (p -.042). During the fin« 6 months, re?»rS 
fewer/leas sever« episodes o* night sweats (p<.005). AMP treated pts that 
entered tliesttJdy with CD4 counts > 300 (n- 9) lost signifteantiv fewer C04 cells 
than Pla (n*6) over the course of the study (p.. 04); AMP pu with C04 < 300 
did not differ from placebo. As part of a cross-over design, 7 of ii eligible Pla 
pts began AMP therapy with resultant Increased mean CD4 (p- 02) and DTH 
(p - .04) responses. These resutts Indicate that AMP therapy modulates positlvel v 
two martcecB of HIV dlswse progression and sunrtval. esposaiveiy 



696 Monoclonal Antibody to Human Tumor Necrosis Faaor (TNF MAb>- 
Mum<cnier Efficacy and Safety Study in Patienu with the Scosis 
Syndrome. J. WHERRY. R. WENZEL.* R. WUNDERIN)C 

H. SILVERMAN. T. PERL. S. NASRAWAY. H. LEVY. R. BONE. R^BALIC R. 

ALLRED, and the TNF MAb Study Group 

TNF MAb (Bay x 1331) is a munne monoclonal amibodv raised aninst 
human lumor necrosis factor. In cxpcnmenial models it has been showTio be 
cfTecuvc in prwecting animals from the mortidirv and mortality associated with 
sepsis induced by Gram Negative Bactena or SiaDhvlococct.^ amjUJ. To evaluate 
the efficacy and safety of TNF MAb in patienu wth sepsis syndrome, a Urge mulii- 
center 3 arm dintcal inal xvas conducted in 3 1 hospitals in Nonh Amenca Pauenii 
xvith sepsis urre prospectively stratified b>- shock/ non-shock and randomized to 
receive a nngle intravenous dose of 15 mg/kg TNF MAb. 7.3 mg/kg TNF MAb or 
placebo (0.23% human albumini. All patients received sundard medical and 
surgical care and were closely folloxved with clinical and laboratory measures of 
effiowy and safety; survival or non-survival was determined over the 28 day study 

AAer the fir^t 800 patients were enrolled a planned intehm analysis was 
performed using the inicm-to-trtat principle. Based only on preliminary survivat 
dam It M^s concluded that if the study xvere to continue as initially desi^ there 
would be insufficient powrr to suppon efficacy of TNF MAb at either dose for all 
sepsis syndrome patients. Hotvever. among shock patients there was a \xtsd 
towards ^icKT wuh lower mortality rates in both aaive troatmem arms with The 
greatest effect seen in the 13 mg^g arm. Among non-shock patienu TNF MAb did 
not appear beneficial. 

The study is nmv complete and (he full database for all 971 infused patiems is 
being finali2ed. Comprehensive results will be presented. 
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697 Randomized Comparison of the Safety 

tinn Fpct^^ frM °^-?'«""^°cy«« Macrophage Colony Stimula- 
ting Factor (GM-CSF) vs Recombinant Granulocyte Colony Sti- 
mu ating Factor (G-CSF) in Advanced HIV Infected PaUenis 
(P) with Neutropenia. P. HERMANS*, P. FRANCHIOLY N 
CLUMECK. St Pierre University Hospital. Brussels! Belgium. 

nmi?i« nf^f rcQ^^'^i ""^^ initiated to determine the toxicity 
S?S S -^J ^ ^"^K^ ^=^^«9e therapy in advanced 

Hiv P with an absolute neutrophil count (ANC) < 1000/mcl 
Starting daily dose was Imcg/kg by subcutaneous route.- The 
Sp^mU ^^^5% defined as an ANC > lOOO/mcl. 

Results: 12 P were enrolled in each arm between 01/92 and 
08/92. Demographic data, clinical background and ANC at ba- 
seline were similar for P with GM-CSF and 6-CSF. Haematolo- 
gic response was achieved in 9/12 and 12/12 respectively 
after a median of 3 days. Toxicity profile is summarized 
on the following table: 

Adverse events fAE^ gM-CSF G-CSF P va 



Fever 
Flulike/myaigia 
Bone pain 
Skin reaction 
Eosinophilia >\2G% 
At least one AE 



7 
3 
0 
1 
3 

10 



value 
■Fi<O.0d 
NS 
NS 
NS 
NS 
P<0.001 



we conclude tnat tor an ef ticacy at least similar, G-CSF 
appears significantly better tolerated when compared with 
GM-CSF in neutropenic HIV patients. 
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